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1. A Kiethod for preparing a tablet for the vaginal administration of progesterone 
for systemi Ause, comprising the steps of: 

slowly, mixing water with micronized progesterone, the total amount of water 
mixed with s&id micronized progesterone not exceeding the maximum wetting 
capacity of tha amount of micronized progesterone, whereby to obtain wetted 
micronized progesterone; 

drying said wetted micronized progesterone to a humidity content of 
substantially 0%, whereby to form substantially dry micronized progesterone; 

mixing said\ substantially dry micronized progesterone with other 
pharmaceutically acceptable excipients or diluents therefor; and 

forming a tablet by direct compaction of said substantially dry micronized 
progesterone which has been mixed with said other pharmaceutically acceptable 
excipients or diluents therefor. 



2. A method according to claim 1 for preparing a tablet for the vaginal 
administration of progesterone for systemic use, comprising the steps of 

slowly mixing water With micronized progesterone, the total amount of water 
mixed with said micronized progesterone not exceeding the maximum wetting 
capacity of the amount of midronized progesterone, whereby to obtain wetted 
micronized progesterone; 

drying said wetted micronized progesterone to a humidity content of 
substantially 0%, whereby to form substantially dry micronized progesterone; 

mixing said substantially dry micronized progesterone with other 
pharmaceutically acceptable excipieftts or diluents therefor, including an 
effervescent; and 

forming a tablet by direct compaction of said substantially dry micronized 
progesterone which has been mixed with\said other pharmaceutically acceptable 
excipients or diluents therefor, including said effervescent. 
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3. A method according to claim 2 for preparing a tablet for the vaginal 
administration of progesterone for systemic use ? comprising the steps of: 

slowly mixing water with micronized progesterone, the total amount of water 
mixed with Wid micronized progesterone does not exceed the maximum wetting 
5 capacity of tne^ amount of micronized progesterone, whereby to obtain wetted 
micronized progesterone; 

drying sard wetted micronized progesterone to a humidity content of 
substantially 0%, whereby to form substantially dry micronized progesterone; 
sieving a firstjubricant to obtain a sieved first lubricant; 
10 mixing said substantially dry micronized progesterone with said sieved first 

lubricant and a materia^ selected from a first filler or a disintegrant to form a first 
mixture; 

mixing a binder vv^iich binds dry particles with said first mixture to form a 
second mixture; 

1 5 intimately mixing an ^ferv escent and a first quantity of a second filler to form 

a third mixture; 

sieving said third mixtuite to obtain a sieved third mixture, and then intimately 
mixing said sieved third mixtureiand said second mixture to form a fourth mixture; 

intimately mixing said fourth mixture with a second quantity of said second 
20 filler to form a fifth mixture; 

sieving a second lubricant aVid a material selected from a saponificant or a 
third lubricant to obtain, respectively, sieved second lubricant anH^ievedT third 
lubricant; 

intimately mixing said sieved second lubricant and said sieved third lubricant 
25 with said fifth mixture to form a sixth mixture; and 

tabletting said sixth mixture by direction compaction to form a tablet. 



4. A method according to claimpL wherein said first lubricant is sieved through 
sieves having a pore size of between ab0tu*4PO and 450 microns. 
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5. A method accorifK^Mo claim 4, wherein said first lubricant is sieved through 
sieves having a pore size oF^feo8k425 microns. 

.O y 6. A method according to anvxff claims 3 to 5, wherein said third mixture is 

'5 sieved through sieves having a^jfare size of between about 400 and 450 microns 



7. A method accorcjjfnj^^ 6, where said pore size is about 425 microns. 

8. A method according to any of claims^to 7 wherein said sieved second 
10 lubricant and said sieved third lubricant^afe sieved through sieves having a pore size 

of between about 100 and 150 micFdns. 



CO 9 A method accordingnRKclaim 8, wherein said pore size is about 125 microns. 




15 10. A method according to any of claims ¥ to 9, wherein said first lubricant is 
Si \ silicon dioxide (colloidal anhydrous silica 

$<4;ft3> 

^ 11. A method according tetany of claims 3 to 10, wherein said material selected 

GO from a first filler or a disjjrfegrant is a starch exhibiting good flow properties. 

~ 20 

12. A method accordin^rtosclaim 11 wherein said starch is derived from corn 
(maize), potatoes or wheat. ^T*^ 

13. A method according to cWi 12 wherein said starch is cornstarch 1500 

\ 

<T L/frll^y 14 A method accordin 8 to an y of claim35^o1^ 9 wherein said binder which binds 
^ '/ dry particles is polyvinylpyrrolidone^povidone). 

SJ,J 15. A method according to claim 14, wherein said binder which binds dry 



^30 particles is Povidone 30. \ 
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16. A method according tetany of claims 3 to 15, wherein said second filler is 
derived from a natural sodrce. 



17. A method accordrh^Ho claim 16, wherein said second filler is selected from 
5 lactose or a composition Wnposey^principally of lactose. 



18. A method according to any of claims 3' to 17, wherein said first portion and 
said second portion of said second filler are of generally the same size 

/ 

10 * 19. A method according to any of 7 claims 3 to 18, wherein said effervescent is 
prepared prior to said intimate mixing of said first portion of said second filler with 
' said effervescent. / 
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20. A method according/to any of claims 3 to 18, wherein said effervescent is 
prepared in situ as part of said intimate mixing of said first portion of said second 
filler with said effervescent 



21 A metho<Laccording to any of claims 3 to 20, wherein said intimate mixing of 
03 said first portion of said second filler with said effervescent comprises non-intimately 

20 mixing said/first portion of said second filler with said effervescent and passing the 
resultant rion-intimately mixed mixture through a sieve having an average pore size 
between about 400 and 450 microns, to obtain said third mixture. 

22. A method accordingHo claim 21, wherein said intimate mixing of said first 
25 portion of said second filler wfKsaid efTervescent comprises non-intimately mixing 
said first portion of said secon&iili^w^^ effervescent and passing the resultant 
non-intimately mixed mixture through av^ieve having an average pore size of about 
425 microns diameter to obtain said third miVture. 



23. A method according to any/Of claims 3 to 22, wherein said intimate mixing of 
said second mixture with sai^ third mixture to obtain said fourth mixture is 
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J>ui?$$^/ accomplished by non - in tiniately mixing sai^second mixture with said third mixture 
QOffo/ to obtain a non-intimately mixed mature and sifting said non-intimately mixed 
mixture through a sieve having an/average pore size between about 400 and 450 
microns to obtain said fourth mixture. 

24. A method accordmg^o^etarrn^S, wherein said intimate mixing of said second 
mixture with said third mixture t^qbtain said fourth mixture is accomplished by non- 
intimately mixing said sec&j^mixtihewith said third mixture to obtain a non- 
intimately mixed mixture and sifting said s Ron-intimately mixed mixture through a 
10 sieve having an average pore size of about 425 mtoons diameter to obtain said fourth 
mixture. 




25. A method according to any of ctekfis 3 to 24, wherein said second lubricant is 
m selected from magnesium stearate^alc, sodium lauryl sulfate, and phosphates known 
=F 1 5 in the art to function as lubricants. 

26. A method according tqTcMm" 25, wherein said lubricant is magnesium ~ 
stearate. 

27. A method according to any of claims 3 to 26, wherein said material selected 
from a saponificant or a third lubricant is sodium lauryl sulfate. 

28. A method according to any of claims 2 to 27, wherein said effervescent is a 
mixture of a pharmaceutical^ acceptable carboxylic or dicarboxylic acid and a 

25 pharmaceutical ly acceptable sartt of HC0 3 ". 

29. A method according to claim 28, wherein said pharmaceutical^ acceptable 
carboxylic or dicarboxylic acid is selected from adipic acid or tartaric acid. 

30. A method according to claip/28 or 29, wherein said pharmaceutical ly 
acceptable salt of HCO3" is as sod>dm bicarbonate. 
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31. A method according to any of claims 28 to 30, ^herein said pharmaceutical^' 
acceptable carboxylic or dicarboxylic acid and sajd bicarbonate are present in an 
amount providing a molar excess of -COOH grouf 
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32. A method according to any of clajms 28 to 31, wherein said effervescent 
comprises a mixture of adipic acid and sodium bicarbonate. 

33. A method according to ajiy of claims 2-32, wherein said effervescent 
10 comprises between about 6 and ly wt.%, preferably about 8 wt.% of the tablet. 

34. A method according /o any of claims 1 to 33 wherein the amount of water 
mixed with said micronized progesterone is between about 25 and 28 wt.% of the 
amount of micronized prcfgesterone. 
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35. A method ac<xirdiHg"'to claim 34, wherein the amount of water mixed with 
said micronized proges^ rdnfey is about 28 wt % of the amount of micronized 
progesterone. 
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M= 20V^36. A method according to any of claims 1 to 2S5, wherein said water is added to 
^(yfl) ^f\ty said micronized progesterone at rate of between atoout 6 to 9 ml per minute. 

37. A method according to any of claims 1 to 36, wherein said water is mixed 
with said micronized progesterone at a mining speed of between about 25-33.3 rpm. 

25 

38. A method according to any/of claims 1 to 37 wherein said drying of said 
wetted micronized progesterone i/done at a temperature of between about 55°C and 
about 60°C. 

30 39. A method according/to any of claims 1 to 38 wherein all of said mixing steps 
are carried out at a temperature of between about 15°C and 30°C. 
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A tablet prepared by the steps of: 

lowly mixing water with micronized progesterone, the total amount of water 
mixed >*rith said micronized progesterone not exceeding the maximum wetting 
capacity 6f the amount of micronized progesterone, whereby to obtain wetted 
micronizedWogesterone; 

drying said wetted micronized progesterone to a humidity content of 
substantially (Wo, whereby to form substantially dry micronized progesterone; 

mixing \said substantially dry micronized progesterone with other 
pharmaceuticallyWceptable excipients or diluents therefor; and 

forming a tablet by direct compaction of said substantially dry micronized 
progesterone whicHy has been mixed with said other pharmaceutical ly acceptable 
excipients or diluenta therefor. 
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15 41. A tablet prepared by the steps of: 

slowly mixing water with micronized progesterone, the total amount of water 
mixed with said micronLzed progesterone not exceeding the nTaxirniTm - wetting 
capacity of the amount of micronized progesterone, whereby to obtain wetted 
micronized progesterone; 

drying said wetted Imicronized progesterone to a humidity content of 
substantially 0%, whereby to form substantially dry micronized progesterone; 

mixing said substantially dry micronized progesterone with other 
pharmaceutical^ acceptable Yexcipients or diluents therefor, including an 
effervescent; and 

forming a tablet by direct\compaction of said substantially dry micronized 
progesterone which has been mixjed with said other pharmaceutical ly acceptable 
>y \\S excipients or diluents therefor, including said effervescent. 
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42. A tablet prepared 
30 slowly mixing water 

mixed with said micronized 




ronized progesterone, the total amount of water 
loes not exceed the maximum wetting 
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capacity of the amount of micronized progesterone, whereby to obtain wetted 
jicronized progesterone; 

drying said wetted micronized progesterone to a humidity content of 
substantially 0%, whereby to form substantially dry micronized progesterone; 
sieving a first lubricant to obtain a sieved first lubricant; 

mixrng said substantially dry micronized progesterone with said sieved first 
lubricant and\ material selected from a first filler or a disintegrant to form a first 
mixture; 

mixing a bidder which binds dry particles with said first mixture to form a 
second mixture; 

intimately mixing an effervescent and a first quantity of a second filler to form 
a third mixture; 

sieving said third miMire ijo obtain a sieved third mixture, and then intimately 
mixing said sieved third rpfixture and said second mixture to form a fourth mixture; 

intimately mixin^said fourth mixtpre with a second quantity of said second 
filler to form a fifth mixture^ 

sieving a second lubricant ari& a material selected from a saponificant or a 
third lubricant to obtain, respectively\ sieved second lubricant and sieved third 
lubricant; 

intimately mixing said sieved second^ybricant and said sieved third lubricant 
with said fifth mixture to form a sixth mixture; and 

tabletting said sixth mixture by direction compaction to form a tablet. 



43. A tablet comprising between about 6 to 20 w^% progesterone and between 
25 about 5 to 12 wt.% effervescent. 





44. A tablet according to claim 43 comprising betweefv about 8 to 12 wt.% 
progesterone. 

45. A tablet jje6ording to claim 43 or 44 comprising between about 6 to 8 wt.% 
effervescent 
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